[Abstract] DNA methylation is the most studied epigenetic modification, which involves the addition of a methyl group to the carbon-5 position of cytosine residues in DNA. DNA methylation is important for the regulation of gene expression. Bisulfite sequencing is the gold standard technique for determining genome-wide DNA methylation profiles in eukaryotes. This protocol describes how to prepare libraries of genomic DNA for whole-genome bisulfite sequencing in Arabidopsis, which could be adapted for use in other plant species.
The S2 instrument is connected to the refrigerated water bath circulator that is set at 6 °C in order to maintain a constant temperature during the sonication process.
3. Transfer to a 1.5 ml microcentrifuge tube, and estimate the recovered volume with a pipettor. Typically, 125 µl of the DNA solution is recovered.
4. Add a suspension (slur) of AMPure magnetic beads at a bead-to-sample ratio of 0.73:1 (v/v). This bead-to-sample ratio is used to collect DNA fragments over 200 bp prior to construction of the sequencing library.
5. Incubate the mix at room temperature for 15 min with shaking at 700 rpm in the Thermomixer R to allow DNA to bind with the beads.
6. Pulse spin to collect the mix at the bottom of the tube, and then put the tube on the magnetic stand for 1-2 min until the solution is completely clear. The magnetic beads will be attracted to the magnet, thus allowing removal of the supernatant. Remove and discard the supernatant.
7. Leave the tube on the magnetic stand and wash the beads twice as follows: for each wash add 1 ml of freshly prepared 70% ethanol, gently pipet the beads up and down six times, let the beads sit for 30-60 sec, and then discard the supernatant by pipetting without disturbing the beads. 
